Fig. 1 



MMP Inhibiting Activity 



09/700879 




125 











>• 


100- 




■> 




o 


75- 


< 


o 




TO 




e 


50- 


>. 




N 




C 




UJ 


25- 




o-" 



Inhibiting Activity 
against Collagenase-1 




T T 

0.0001 0.001 0.01 
Concentration (mg/ml) 



HA 

■* — Conjugate 1 



Inhibiting Activity 
against Stromelysin-1 




0.001 0.01 0.1 1 



Concentration (mg/ml) 



09/700879 



Fig. 2 



MMP Inhibiting Activity 



■> 
< 

o 

CD 

E 
>> 

N 
C 
LU 



125 



100 - 



Inhibiting Activity 
against Gelatlnase A 




T 1 1 T 

0.001 0.01 0.1 1 
Concentration (mg/ml) 



HA 

Conjugate 1 



Inhibiting Activity 
against Gelatlnase B 

125 T 




0.001 0.01 0.1 
Concentration (mg/ml) 



2/10 



09/70 



Fig. 3 



Inhibiting Activity against 
Collagen Film Destruction 




HA 

Conjugate 3 



Concentration (mg/ml) 



3/10 



Fig. 4 



400000 
350000 
300000 
250000 
200000 
150000 h 
1 00000 
50000 
0 



0 



Stability of Conjugate 5 
in physiological saline at Z1°C 



2 3 

Days 



4/10 



Fig. 5 



Permeability of Conjugate 4 
against Semipermeable Membrane 




Time (h) 



5/10 



09/70087? 



Fig, 6 



Intraarticular Retainabiiity 




Compound 1 
Compound 1/ HA 
Conjugate 4 



Time After Intraarticular 
Administration (h) 



6/10 




Fig. 7 

Intraarticular Retainability 



125 




Time After Intraarticular 
Administration (h) 



7/10 



Fig. 8 



MMP Inhibiting Activity 



Inhibiting Activity 
against Collagenase-1 

100 T 




0 1 J -1 r- 

0.0001 0.001 0.01 0,1 

Concentration (mg/ml) 



inhibiting Activity 
against Stromelysin-1 

125-T- 




0 1 1 1 r- 

0.0001 0.001 0.01 0.1 

Concentration (mg/ml) 



8/10 



09/700 



• 

Fig. 9 



MMP Inhibiting Activity 

Inhibiting Activity 
against Gelatinase A 




0.0001 0.001 0.01 0.1 



Concentration (mg/ml) 



Inhibiting Activity 
against Gelatinase B 




T 1 r 

0.0001 0.001 0.01 0.1 



HA 

Conjugate 7 



Concentration (mg/ml) 



9/10 



Fig. 10 
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